h * a # fp jt 

JAPAN PATENT OFFICE 



PCT/JP2004/007356 

31. 5. 2004 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ta m * n h 

Date of Application: 

til m # 

Application Number: 
[ST. 10/C] : 



2003^ SB 70 

S&m 2003-206581 
[JP2003-206581] 



recd 2 2 JUL 2004 



WlPO 



PCT 



tb m A 

Applicant(s): 




PRIORITY DOCTJMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH , 
RULE 17.1(a) OR (b) 



lip 



Commissioner, 
Japan Patent Office 



2004^ IB 9 0 



BEST AN»M^ E 




£BSE#-S§- ffiSE# 2004-3059 5 57 



#M 2003-206581 A ^-v '• 1/ 



YAM033299P 

[BIWMWWM C12N 15/00 

C12Q 1/00 

[ftWXttSW 1 *JWW»B/hfflR 1-1-8 iU£rt«X*£:& ! 1±rt 

[ft*] ^ 

[ft*] : m7ic mx 

l&ffixitmm] 3K»«j*«e^s^ 1-1-8 lu^rtssfttes^ftrt 

[ft*] »□ rf 

imSSHtt} 000006677 

[ft*zt±*#] ai^rt^^^tt 

[ftSA] 

W$m-%} 100090251 

[ft*x«*fW ^Ba *— 

[WJ#"f-] 100089200 

[#a±] 

[ft*Xii*^l «H 

[WHI*^] 100098501 
[#S±] 

[ft*X(±*#] *H 



Ihmm 2004-3059557 



&m 2003-206581 A : 2/E 



100109357 
017813 

[Mtt&m] 21, 000R 

i 

m® r 

1 



tBIE#2 004-3059557 



^ #12003-206581 



1/ 



[^<o^i * c y p 1 a 2 m&=?-&m 

[Ifcfrgl] -f^CYP 1 A2Sfg^l 1 1 7#@ (lE^iJl^ 2ff 
$*1&:&SE?>)<&1 17 9f§) O^K&^&£&£ft5£1-& 

[»3fc£2l ^f^CYPlA2lfeT-01117 
#B (SB^^-2 2T*^$tL^^@B^IJ<0 1 1 7 9#B) 

x«\ ~f~7— • ^^^9-f-"f-T-**^*tfem-f**feo 

5 ] ^f>r/yx>h^ @B^ij#-i- 1 xm $ i&mm 

5g L < f±@a^J#-t 2 2-C^$tL*A3gE2?iJtc^Jt* 63f@~160 l#g<0^ 

4 & se^ijxte -e « jt^^M ^tn^^cYPiA2 at^o * > * m 
( i ) se^ij*-^- 1 -c^ £ *l& m&mm k & »t & 4 o 5#axt±iB^j## 2 2 xm 
tii 1 7 9*g»c»^-tJ5jfia6#c-e**. 1 5^*m±3 ommiT<D-*m 

DNA, 

( 2 ) @B?!J#-^ 1 "C*$*t4ttatEyflHfi it* 4 0 5#BX(iifi^iJ#^-2 2 "C^ 
S*L£8U£EyiJfc£tt* 1 1 7 9fg(:iitSM*^> -e<D4 0 5f@X 
til 1 7 9#BJC»^-r*aUfe**Tt?**, 1 5tt*JBLt3 OtSWT©- 
DN A> 

(3) (1) gL<fi (2) OfflMISt?**. 1 5^*J1JJL±3 0Sil^TO-$ 
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2/ 



IIDNA 

frhtk&&frt>m$l2tL2>> 1 5*£3feJ£Ui3 om&&T<V— ^ilDNAo 

5 i:E^-$IDNAo 

[»Jfcg7] 4 *CYP 1 A2dtfE : ?-0 1 1 1 7#g (^Jff2 2T't 

«^ttt^n, ^cyp iA2<7)&mm&m"e*>zmto<oftmm& 

[0 0 0 1] 

*i&9!tt> mm&<vm,mzm^&'f * mw&v-yjvio <7>cYPiA2it 

(single nucleotide polymorphism ; &T> S N P h%sr?2>) 

[0 0 0 2] 

mmtm t k & n %> mm it^<D^mM<omtx$>h 0 - tL 

[0 0 0 3] 
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A P 4 5 0 (J^TC Y P ; cytochrome P450<7)B§) i: DM *LTV> & 0 CYP fi^ 
^»ltl5 0 0 0 0 (li<7)7^iWimi 0 0 t%)5 0 0i<O 

7<y^f,^) T\ IWlt IT liO^n f AA^f n o CYPO 

|l|tt^4 0 % ?:gx. S^i^-o© 7 7 5 'J - t t-S o *^ 5 5%^S 
^-7*H7 , 7 7^J-i:U/J^«no -o«07 7^'J-C, -o^±<£ 
t7*7 7< 'J-ri ? £>£t ^ltT)Vyr^y hMK-tZ (mx.it, CYP 2 A, C 
YP2B, MXYP2C) 0 HG~> -oot 7*7 7 ^ 'j - WOltO^Sli 
. W^vmk^Tv^TWL^X^ (Mx.lt, CYP1A1) 0 SftOti* 

> m%mom^mm cypfii^t>4775'j-j -e*** * (wmnxm. 1 ) 

o 

[0 0 0 4] 

tW-T«££££, (2) Sfclft&^&^fc&^C:^ (3) Mfl^^ 

4 ZCYV\zmLXi>^mzmhfrK%*i'D<>$>2> 0 v^<o^^f^CYP77 
^ ?v--^sf&mK£ nmfeZtiX^&o CYP 1 A1RX/CY 

P 1 A2 (^#^^3) , CYP 2 B 1 1 (^#It;fc$U) > CYP 2 C 2 1 
MCYP2C41 (^Wf^M3Rn^WXm5) , CYP 2D 15 
^^6) . CYP 2 E 1 (W&fF-%M7) , fW:CYP3Al 2WYP 
3A2 6 (&®fr1cM8RmmW$M9) Z 3 - K"T fc^ttflHWIfi&T-tttt 

tc^n-^>^-$tLTv^ 0 citt^c YP^fttt-7°> • y—f-r >tr • y 

Is— A (open reading frame ; J^T\ ORFtff-S) «r^tf^lB^J^ fe^tc 
**LTV»4#, CYP 1 A2twB8Lr«±SP5*E^JL^We>^tw*oTv^v^ 0 t 
K:^TCYP 177^ , J-(iAtB^root7 , 7 7^ ';-****o 3 -* 
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^#gS2 0 0 3 - 2 0 6 5 8 1 ^ ^-v : 4/ 

f jl/ n 7 > > ^ h^#fS;^fM^*i^ 2 , 3, 7, 
^^^/-p-y^^yV (TCDD, ^t*v>) ^^T'il^^tL^^m 

lf-^3i/>TCYP 1 A 1 liW^fi^^'o^m^^^tLTV^^ 
IFI^IiHHl-Cv^^v^ C Y P 1 A 2 (iff lo^ 1 1 ^ i), ^ffliCY 

[0 0 0 5] 

ont±, ^tL^tL^w^-scYpatfis^o-aa^si (snp) 

[0 0 0 6] 

H h CYP 1 A 2 slfSTO SNP t?tt. at^-ta**^ &&-3858G>A S N 
Pfc&C&CYP 1 A2 * 1 CW-164C>A SNP^CSCYP 1 A2 * 1 F 
K£v*T\ C Y P 1 A 2 wHIi^lSTt* t v^#§^So LfrL&tfb, 
-164C>A&c£v>-C(i, at^WSIHJ: 19 fc&fflK J: ^^^Hl' i *) S&mS^ 
in-r*fcv^#^tab&o i^thCYP lA2lfS : f<OSNPi:ifC 

4. ro^wshbu 5) o 
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[0 0 0 7] 

SNPii, CYPK:fcv*T^fcjA$£K^f*$*LTv^^ CYPWifX 
liItiII#:tOM^#v> 0 ^^-y; V^^;V4£^^ (thiopurine S-met 
hyl transferase ; J^T\ T PMT b%rt&) \±\i*<^fr<D**7V y 

tt<OiS5v^*8 8. 6%, tpB©f^ll. 1%, Xtfftv^ftjFO. 

S o > 7, (Evans) <b i±> e-^iV^^h^'J^lcJ:^ M^^VIMMU.^ £ 

Ltz&ikmB^TMP T<Dmm*zm$rL. mmm®.zmikmtz> z ? % 

7 5 yifi^#^,«I^3o (TPMT*2, TPMT*3A^TP 
MT*3C) #£-r&-<h£IE<^t Lfc (^ttl6) o ^7^V*y ( 
Salavaggione) «bf±. mm^J * TPMTtcM LT *>#Mtt£$tft L£ 0 ^S£M 

mtrfi^^TPMTOSNP^^E-T^^fiS'b^^oTt (imfFXffiil 7) 

o 

[0 0 0 8] 

3: tz, & P 9 >/i* W (P-glycoprotein ; P-gp 

£%Ft&) ia-KfSMDRl (multi drug resistance) flHX^-Cii. th 
tCi3V^V^<o^(7)SNP^#^$tLTV^ 0 *77^f- (Hoffmeyer) hit 
, eA*fcSfct**t&£L'C, P-gp *3- Kt^MDR 1 flMr^O^ 
V>3 4 3 5#B^^C^«bTtC-E^-r^«^^H#v\ raflswfc^t 

l>MD R 1 |&3S»3&»©T U ^O^P^-^^JflL^fiSS^ < 4 & - 

fc**^Lfe (INfSrSf 18) o (Mealey) +«tt«S*fc*»t& 

V ^ n 7 K^4tf 7 ;^ ^ f ><^) 3 'J -^i^ttOlvMi, mdr lit 
f5T-^C^>7l^-Av7 h^MKioT3l§^£*L&*J&^P-g P 
ut^y^U; (^tffif 19) o 
[0 0 0 9] 

itMif ^ ilo S N P -Cfi, (Paulson) 
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S2 0 0 3-2 0 6 5 8 1 ^ I 6/ 

> tf_ ^v^tic^^-c v * n * * - -tfUMtfy-e* * * W a * *> 
jtJg/& ? ^ ?Xf>X^ - -*f— (extens ive metabol izer ; E 

Mfc^fS) • **#9"f*f- (poor metabol izer ; &T> PMh 

*;■*-*) #tc^Hi-«ik**-ci*ifc*«ftU-c^* 0 iO^ItttliCYP 

#It:«2 0) o 
[0 0 10] 

(Miyashita) hit, 7*^7*^r5-tfIVIi*it?*44-V^ 
n^^v;V-l-^^;V-7-^^^ti 01 ; F [2, 3-d] tf^vV-2 (1 

m (Azuma) 5>»i, a 7 - ^nf>7W^ y 
§GTS-21© ^ * 

«LTV»4 (i#M2 2) o 

Hi (Mise) <b&> m (Azuma) fcfcWflM^ C Y P 1 AOf&S*2lK ^ o X 
^>Vy7-fe*e>l7>^^ h "Cab* AC -3 9 3 3©e-^^Jtf^ 
aUK^ffl#W"C^^9y^^C*ifc*#^L-Cv^ (##ffp:«2 3) o 

[0011] 

■CJ , ^2KS, *tftfM*RIA, 2000^10^, P. 9-19 

T^O^^J , fcJjfc, ^#«^, 1969^9B, P. 179-18 

7 

3] 

f^t ;V 4r J- 9 — * 77*7 — 3 0^7 — (Molecular pharmacology) J , 
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(7*V#) , 19903s H38%, p. 644-651 

7^-^ (Archives of biochemistry and biophysics) J , (TJVft) , 1990 
% M2Sim, p. 106-115 

T K9 y 9' • * 9 #V • T > K • "7*4 Xlvv a > (Drug metab 
olism and disposition) J , , 1998% H26%, p. 278-283 

mm** e ] 

(Archives of biochemistry and biophysics) J , (T ^ V ij) , 1995 
% 0319%, p. 372-382 
EMMtt* 7 ] 

r y ^* • 9 sKV • T > K • r'-f ^. v a > (Drug metab 
olism and disposition) J , (7;* >J #) , 2000% 028%, . p. 981-986 

\*<t -xh • ;^t7-f v# • 799 (Biochimica et bi 

ophysica acta) J , (7^V#) 1991% Hl088%, p. 319-322 
[*«flttK 9 ] 

^^^^ • ■b7^ k - y- 4 9 y 2 (The journal of pharmacology and experime 
ntal therapeutics) J , (7*V*) 1997% 11283%, p. 1425-1432 

wmw&M. 1 0 ] 

Tj , 02I&, m^k^lslA, 2000^10^, p. 19-20. 

Emw&M. 1 1 1 

Pt?/fcT*7->r # (Xenobiotica) J , U^'J*) , 1996% S26 
%, p. 755-763 

imzw&M. 1 2 ] 
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7^- • JjuV (Warner Kalow) , 7;VX • pt'f-Y — (Urs Meyer) 
, W • t-^t (Rachel Tyndale) M, HiM^yX^lR, T 7r-7D 

2iwfc<DMmtm<omm] , mim, f^?-^, 2002^12^, P 

. 29-43 

lmmiM. 1 3 ] 

rif • X • ^4 ^ 5 tf^ ♦ Vt'fxf -f- (The Japane 

se biochemical society) J , (U^) , 19993s #U253&, p. 803-808 

imzwrscm. 1 4 ] 

(British journal of clinical pharmacology) J , ('f^'JX) , 19993s M 
47^, p. 445-449 

teNfir^in 5] 
[y t — 73yx^r 4 9 7 (Pharmacogenetics) J , (T X V ft) 
, 19993s ^9%, p. 367-375 

mmnxm 1 e ] 

tj , m2}%L, mmt^mA, 20003^10^, P . ui-155 

7] 

[y r — n V x. t 4 9 7 (Pharmacogenetics) J , (T 
, 20023s mi2%, p. 713-724 

umw&m is] 

r^nyf^ >^ • • -9* • tvat^ • TUTS - • • 
:r_ >7 • • -T • ^ f^;K^7-l> - $"7 - T*V% (Proceedings 
of the national academy of sciences of the United States of America) J 
, (T*V*) , 20003s ^97^, p. 3473-3478 

im*w&M 1 9 ] 

[77-73yx|7^^ (Pharmacogenetics) J , {T*Vil) 
, 2001^, fllf, p. 72-733 
[*Wttt2 0] 
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0fl2OO3-2O 6 5 8 1 ^ ^-v?: 9/ 

r V? v V • 9 XA-7>K-f^ 3 > (Drug metab 

ol ism and disposition) J , (T^V#) , 1999% H27#, p. 1133-1142 

r»i7iaB»*»«i^^^^^-»*j , (b*) , 2002^, 

20PE-46 

vsmwx&i 2] 

*9 XA • 7> K • 7 7-73^7^ * X (Drug 
metabolism and pharmacokinetics) J , (B^fc) , 2002% p. 75-82 

[*«p« s sn»2 3] 

(11th North American ISSX meeting) J , , 2002% 304 

[0 0 12] 

MkRvmte&Mkiftvx^&tiib^ mm®&Rz>*m®.mmK3s^xmfcm s *& 

mmu lE-^^mmti^w^m (em») x xa, mrnxmrnutm^w (p 
Mm &frifi-&zttfx£zffimtt&zj£@:u mmK%)W*mmz 

[0 0 13] 

imm * mfc-f htz^sb <D^m 
*§&m%&, mmmzm&irzfzftK$tMmftZft%'?fzMi^ cypia 
2 (Dmmmmwxh^mt^m t vx 4-^9 u^^v- 1 7 - 

K [2, 3-D] t?v>^>-2 (1H) -*>£j§^U ^EM 
IMPMI^f^^f^CYP 1 A2flH£?-<0SNP&SMtU PMltii 
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> $&&mmz c y p i a 2 mfc=£(D orf ^i^T** h v fa k c 

T^£.l££jl 1 ffiL£o &v>T\ M^>^J; 0HufBSNP<7)fific7)@e^j^ 
m-r-i)^^^ (ASP-PCR&£^^lx* h 

> 4-v^n^v^-l-Ji^-7-^;i,ei; K [2, 3-D] kfUSi? 
>-2 (1H) -^>^^L7tEM^?7PMW#5M^ov>TfrfSSNP^ 
^<7>K?!1£$:5eU PM#Ttev*-f*i*>*»tt&KJ; J? * > «, y 3 K>^^ T 

EMf-eii, ^fnxii^tx f 7 7*3 K>^4Cf CCYP 1 A 

2 * n - K**-*a©*** t tv»* ^ t zmm u u/c 0 

[0 0 14] 

[1] ^*CYP 1 A2MH^<7>1 1 1 7#g (E»*2 2-r*3*L*tt*E 
WOl 1 7 9f@) <Oi**K*g + Ztt*&&+z z 4 

p i a 2 atfe^^ao^Hj^rffi ; 

[2] -ixfrbmmmzn, -tjscyp i a 2 itf^o i 1 1 7#§ (e?o# 
#2 2-cmztizmmmi}<Di 1 7 9#b) i4i*v>8 7ti 

[3] [2] wmvttK*tMwmm&#*9XT>x<<'7> *9#nv 
[4] [3] iB^^-caguL^^^x^^-f *?#?>(ir-mxi*'7 

#^2 2«**i*auHeaifcsit*6 3#@~i e 0 it§o«i^&ft«E 

mXte*<Dffltt&M*mirZ OCYP1A2 fcfc^O-fe L < iiT > 

^-fe fv * u 

(1) Eya»*iT3E§*L*3aaifEyB»c^»t*4 0 stgxratt 2 2^ 
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£*l&^K?!j^£tt£ 1 1 7 9#gtC^i-^^^^-^ f(D4 0 5flX 
iil 1 7 9fg|:tif^t*^CT$,^, l 5m*m±3 OtMT^-^I 



(2) @e^J#-^lT^$tL^m^@5^J^^^^4 0 5#§Xte@e?!l#-§-2 2ti 
£*L£&Sg£?iJK&U-& 1 1 7 9#iK|£iM-f -^(7)4 0 5f§X 
(±117 9#gtcM^1-^>^*^TT^^>, 1 5*&*m±3 O^J^TCO-^II 
DNA. 

(3) (1) %L<li (2) 1 5«Hfca±3 OIMT^)-* 
IIDNA 

**>fc*S^*>£3R$*L* 1 5*«M_t3 Ott»i3lTO-3fc«lDNA ; 

[6] @E?iJ#^l 4X141 6«Sft*«H6EW*&**. [5] IB*©-** 
DNA Mm: 

[7] OCYPlA2tft^lll7f§ (EW«-2 2-C***L*«bSK 
T**i-*, ^CYP1A2 OMNiltn«XllOft||fitt^l0)»Rm 
[0 0 15] 

[a] «w<JDttffl^ffiacr>r^ajw^rife 

*«HO*m*ffi-Cf4, ^>fCYPlA2jtfi?01 117f§ (@S^iJ#-^2 
2t?«$*L*«aW8?||Ol 1 7 9fg) 

«fc «M J*CYP 1 A2itfzH^M£$?ffi1-& 0 *W*H»fc#v>T r^^CYPl 
A2atfeT-0 1 1 1 7#aott*»c«Si-*«UtJ fcli, >T*CYPlA2»x: 
*K:*v>T\ r@B^J##2 2 -P«$tL««H»IO 1 1 7 9*S«>tt*J icttS 

■*-*aafe**i*-#-&o ^^cYPiA2otiie^i:Ltii, «*o&*e?!K 

flflxJ^ Molecular pharmacology, 1990^, fjl38#, p. 644-651 Cfet©C Y P 
1 A 2 *»TO#*»^»c*v»T*I26Tft3feL^E?ll# 
*2 2T«*it*aatEWK:*»t*6 3#B-1 6 0 If §OttS^64>2|9| 



DNA, 
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te, ^f^CYPlA2l^l 1 i 7#g-e*^. tfoie^wiJff 2 
[0 0 16] 

ifc, ##&9!tf>J|ftffi2ri*-Ctt> 4**&«BIR*HM^ ^ *CYP 1 A 2*42 
=f-<Dl 1 1 7#S^ -f£fc>^ %4-t*V>8 7#gtf)*«K^i~&^£$: 
jgi-^tHJ: *K lWt»i^^r>X^- j**^^- (EM) 

xh&fr, xi^ yr- - (pm) -t?&;E>^£^mi-£o luifi^ 

[0 0 17] 

»<) , mm, ximmmznmt Lxmrn-tzzt^x^Zo mmmtLx 
it, mnMfrbftMLtz&M^xi*¥--mmn : t* t<> mcsm^ft&SHr? 

[0 0 18] 

LtzmUfafrb1e;mzm^X&m.mZfrmir&o ^X, #^^6Mi:^n 
ir^i—fe'K*: K^v^m^b 1 ; (SDS) £Sn£T?>v^SC£3«3. 

y ^ ; ~ )V/ ? uu*)V -9 ^ t ijyyADNA 

(RNAm) RNAIi, ^H^JSCTRNT"— 

^-eli^JCOTj^ [Mx.i£\ Sambrook, J. et al. (1989) : "Molecular Clonin 
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^-v: 13/ 



g : A Laboratory Manual (2nd Ed. ) " Cold Spring Harbor Laboratory, NY] 

uomRNA^f) c DNA^tm mtt&m<otm^m^& Z t i>X # 

[0 0 19] 

2. 

YP 1 A2*fe : ?-1 1 1 7#@ irT^t>%, 14x^7^(7)8 7#g) 

w^ft-efflv^ £ t&x% *ft*w*afe^^a«ffi^ffi»-ov>-c»wr Ac 

[0 0 2 0] 

(1) RFLP (MIW^Hfltftf-MHSD & 

<Z>J»£\ (a) DNAt«R*fC5M(MI, tf^rny bfcfH^ffi^ (b 
) £ffl«&tt**tfDNAl»Jt*PCRittffi& WRl!BlfT?«J»f U m^*»^i 
0 TO $ ti& D N A Br^* § $ * t **^»f & ft * o 

Sftfcfc©) ^fftLK Ztz, (b) ^ft-effiv^tiaPCR^^fv-t 
LTl*> #-Ste&&£^tri&0. 0 5-4 k b<ODNA®rit£i#i| | Ii"&fci&0> 1 
5-3 03&SO:* 1 ; rf** V*?- K**8r£ Lv^ 0 
[0 0 2 1] 

(2) PCR-SSCP (-*«DNA***££fflMWr) V* 

/*>f ^x*-;'?* (Biotechniques) J , 19943s #16*, p. 296-297 ; R Xf 
X>H**r>7=-v>7?* (Biotechniques) J , 1996#, %2\¥£, p. 510-514] X 
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^-v: 14/ 



mB=H^M^Hkkzx »k im&DNA(D$mmMi) t g:%zfztb, 

^^MTO^^SB^J^IiE^ttTV^DNA^^^ PC 
R»ilDNAtU, ^^tH^tcfflv^C^^^tv^o PCRli 
*UB^-f^-fcLT»i, 5' jfc**Sfcfc*WLfc, ^MS&ft£^t>& 5 0 ~ 5 
0 0 b p<?>DN A©rtf& if "111" 15-3 0^0^ 'J * V*?- F 

[0 0 2 2] 

(3) A S 0 (Allele specific oligonucleotide) ^4 7 V ?4 a 

A S O'W 7V 94 V- v 3 J'fcMu at^^a«Pt£*^ODN A»fM-Sr^ 

ttffHELft: melting temperature) l*S C^^fpSrfrV^ 

; 3^ ;V • — • ^"7* • ^V— • h U — (Clinic 

a chimica acta; international journal of clinical chemistry) J , 1990^ 
, #189%, p. 153-157] T?&&o "f*-"7t LTfi. 1 5 ~ 2 5 JSJUSSo-g- 
jKa-y =r* * V**- K (v^-;i/£#S£*Mai, 7y't7^vf-7\ if**- 

[0 0 2 3] 

(4) lis 

fy-^x^^i, *^£M«H££#trDNAItf^£PCRit|lg 
t iiipS S *Lfc D N A omSSB^iJ * y 4 * v& £ J: 19 ##rt & 
[ (VM^T^- y (Biotechniques) J , 1991^, Ull^, p. 246-249] 
•cab So -^Mv^WPCR^^v-fi, jfiKtt, #M3I${£&^- 
tf^jO. 0 5-4 k bV>DNAmfr*m$Z'r&fcib<D, 15~3 0MOt^ 

l«t*t>5 0-3 0 0Z?U*?-V^m5' *Si«Cfflit^ 15-3 
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[0 0 2 4] 

(5) ASP-PCR (Allele specific primer - PCR) 
K<t0 5' **fl*fe 3 ' 5fea«IHffi««DNA^j«$*L* 0 r^7^ 3 
ASP-PCRttli, ^7)3' **^**tHLJ: 7 

(Nucleic acids research) J , 1991^, *ig« t p . 3561-3567 ; XtT 
4 y{t • 7v7 K • (Nucleic acids research) J , 1992^, ^20^ 

P. 4831-4837] T** 0 :^Mv^^PCRy^7Hi, -^fi 3 

*V*X*V*TVT~*>^ *F*L<tt, M«ffi*&0. 0 5~- 

2kb«aQi*Lmoi 5-3 0«»Otytf^i/tfKni. 
[ 0 0 2 5 J 

(6) ^M*Br*«*jM| [Denaturing gradient gel electrophoresi 
s (DGGE) ] j£ 

[ ^tf^.n (Biotechniques) J , 1999^, *27*. p. 10 
16-1018] X^ 0 ArDfa^^xii, WWSIfrKoft, r*«*ftft 

• 05^0. 5kbODNA|ffl-t*gt4^ 15^3 0t*Ot'J^ 

[0 0 2 6] 

(7) RN7— t£AiW& 
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RNT--HA (RNA^gf) ^ 2$|RNAIIiRNA/DNAn^ 

i*ioRNAo*wn»ttttts. ^ot, # 

«ttLTl*«|:UDNAifrfcMy»j^x$^ RN7-k*A 
»Mk «*l«WKJ:»)4M»f*Ltf, Illt^^V^XUcRNAyn- 
rii ^77 *«flr T*j»f $ tt * ^ 2 > K t L T^ffi t4it d*T * 
« [ r^f.x^- . T> K • - *U*UV- (DMA and cell biology) j 
. 1995^, ftu*. p. 87-94] . £0*fe^^*i4RNA^n-rt Lttt 
. #MTO*^-trii#i 5 ~ 3 0 J ^ ^ ptf Li/^ 

[0 0 2 7] 

(8) 

*a«WSfc*#trDNA»fM-*rPCRKJ:Oii«|, 2*IDNA©^7^ 

« [^*7^y** (Biotechniques) j , 19963s *21* f p. 216-218] 0 
i«T«ffl^^PCR7'7^Hi, £fflflM&**tri&0. OSMkb 
©DNAKffrtJidn^o, 15-3 0i^y^^ tfWfL 

[0 0 2 8] 

(9) DOL (Dye-labeled oligonucleotide ligation) ?£ 
DOL&ii, »fe?#ffl«r*trDNA»fM-«rPCRJi«L^ tt*«B**L 

ft 3*Lfc*r>f*-5*^-* ffjftg d N A v jy- wais $ * 

^[r^A.Vt-f (Ge nome research) , 1998^, £8#, p. 549-556 

0 5 - 2 k b ODN Atftf****-* 15-30 »; =/* * 
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[0 0 2 91 

(10) TaqMan P CR& 

TaqMan PCRfett, Sjte»»LfcT V'/H^M t 'J ^ ^ 1/tf K ( 
TaqMa n/n-r) hTa qDNA#V ^ 9 £ & P C R *fOffl L/c^ 

jfe [ rv^^x-r • r^-y : ^4 ^-^;v^r^^- • x^^ry ( 

Genetic analysis: biomolecular engineering) J , 1999^, Hl4^l, p. 143-1 
49 ; Rtf \~J^-i~)V - 3"? > ? V —ft • (Journal of 

clinical microbiology) J , 1996¥, H34^, p. 2933-2936] "C$>2>o 
^fflv^tLSPCR^-f^lt &m&$L*t;ttmo. 0 5~2kb«JODN 
PJ6iyt*WRtZ>ti*>n> 15-3 OflElO* 'J ^ ? Wi f", * 

fc, TaqMan */n — #MgM££#tr 1 5 ~ 3 0 ^*>gJ£<S>* V ^ * 

[0 0 3 0] 

(ii) 

mm* v^xtv*?- K**ttJB $*L& 0 *sbteBmk* u ^ * w*- ko— ^« 

W*ffi*tE9»R*oTv*& (jy.T> rTv;vyn-rj o f 

3M«<DE^M«Wfc**Eai**rr& (JJ1T, r>f >^-^-^n-rj 

m^mmt^^titmmmx-it^ <xi>x^ 0 &ymn*v **9v**y 

[JSH^ TFRET (fluorescence resonance energy transfer) -fu — y"] t 
tt, 3' 5K3t«»**»79yyfcffi*l»«;E2RI ,, e*i}, 5' asStHtt'* 
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■;>KD-AKjniK4oT^4A*, Sb-^mzm&LT^z. FRE 

10 0 3 1 J 

-•»*****»» (ttT, iw . 4 ) * TWD ^ 6 

«^?r«t*. £ofc#, FRET:/ 
^ttW^^^c^puBj^^^,^ F R E T y 

d - 7i:a, !ts*6*#ab6*»-t4 0 

[0 0 3 2] 

itt75v7^^,^«U^ ttt8nti #x>- ft - mi , T 

W=*». r ^^>x (Science) j , 1993* *5 

109%, 778-783 ; r*-i»ir-^.*r.^*BJ,**. 4 .« FV J (lh 
e journal of biological chemistry) j , 1999*, *30#, p. 21387-21394 • 

|>* . (Nature biotechnology) j 199 _ 

«17#, p. 292-296] „ 
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[0 0 3 3] 

(12) MALD I -T OF/MS (Matrix assisted laser desorpt ion-time 
of flight/mass spectrometry) 

MALD I -TOF/MS&ti. StfcttMOT U)VKMB LTH&&^@£ 

Genome research) , 1997^, p. 378-388J ; [3-U\£T> • i?*—f- 

-: v^— >f ;v • *t • if • 7*-7A • ^-y • 3-ner> • ^v — • *r 

K7s Y V — • J-T-'f (European journal of clinical chemistry and cli 

nical biochemistry: journal of the forum of European clinical chemistry 
societies) J , 1997^, H35^, p. 545-548] X*&2> 0 MALDI-TOF/ 

PCR^-f^-li, #Mf££#fr;&0. 05-0. 5 k b ODN AffirJt£ii 
ipg-t 15-3 0SI<7) t 'J ^ ^ l/tf lv^ 0 £fz, ^W.* 

$cm-fz>tztb<D77 4~?-i±, &m^mm&Ltzi 5-3 ons^tu^? 

[0 0 3 4] 

(13) TD I (Template-directed dye-terminator incorporation) & 
TDI&ii, «^#MSr^tpDNA»fM-*PCR-eJ««$^^ #MS&1£ 

ISHSffctflJtOaS-fr^^rft-C [ P/nw-^w v^-a-y-if -l-lsai-fr- 
t#7*3 - • • • • -9* • ^-t^f ^ -;K-^fxO-t7 

• T fJ (Proceedings of the national academy of sciences of the Unite 
d States of America) J , 19973s H94^, p. 10756-10761] X~$>2> 0 -fyJ 
^-WWmmZ, DNAv-^x>t- (ABiyy XA377, 77*7^ 
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^M^fi^-^tf^O. 0 5-lkbODNAW>*-*ii«-t-*7t:i6o. 15-3 0 
=f* ? u*?- F&ifrt Lv^ 0 
[0 0 3 5] 

(1 4) ^1/^7- • \£-ny (Molecular beacons) 

*^ a9 " ' *- 3 >tt. (Quencher) (Fluo 

rophore) ^o/ct'J^^tfK^ 0 AfA»^ 5 -7tt»-C^ 
7*it#l 5-3 0^yXtA;Ky»fa^ o ^ oT ^ 

[ r^ft-^tf^n^ (Nature biotechnology) j 
, 1998*. mm p. 49-53 ; rtt&?B*j 2000^, *4#, p. 46-48] 0 
*U**9- . lf-3S/^5rA»^oO*E^tt, hDNAfcliffi* 

*PCRflWmt||c*^a^.^ a y *BUSWUz»tix. P C R 
[0 0 3 6] 

(1 5) *4l-$y? . 7^y 7 ^^ .M^^^ BV [Dy 

namic allele-specif ic hybridization (DASH) ] j£ 

tT ^ D ^ (Nature biotechnology) J , 1998^, p. 87-88 ; JUT 

r«fi?*E*J 2000^, * 4 «, p. 47-48] X$>Z> 0 PC R*7«, 
Lfc^v-*©*^,, (strand) ^ ^ h ^y^ r ^ > (streptavid 
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h 9 > m«fr*-» : iW j r , r*». 
wlt, ^D- rDNA »iu<(±i5~2iffi«) 

. WB^WDNAC^CftH, «****•*«**« (syber gree 
nldye) *-« (:JR 9 at * 4 . ^ co****^^^ ( d 

enature) ►DNAfc^-^DMA^c**,*^ , 

<**■*#*<**. ioMoiwtgttictKj;*, *e?#a*« 

[0 0 3 7] 

(16) .H-D^./n-r (Padlock probe) & 
>WJ< (Lizardi) e-fcio-CHftStuMfft [ . 

(Nature genetics) j , 1998*. *3#, p. 225-232 ; rttSTS 
*J , 2000*. *4«, p. 50-51] -* 9? -y, fDNAI:M/IJ 

♦••rw.,,,^,,^ [Calf intestina] alkaline phosphatase (c 

iap) : *«k**v,*#*9« 

AKttLT^-fv- (1) $RW . U DHA#V^- Wasuv/1)3 
»^=>l*l.tW^ (2) * WU iw2 
MO^MT-m KWT DNA*V«-«raS U 2*«DNA* 
*«*-*. (!) hDNAtHblMI»Tftv»«J.CMB- 

U ^-fT- (2) (4, mkKH^yu-r (nvuyi, .y D - r - padl 
ock probe) OflW» (*-*•, rD NA) (3' *«,=*£ 

?#■***) k»u #a«HK-tt3"*«o-s*e«s^y 9 ^^- 

circle-reaction : RCA) i8AL*A-f/<-r?>^K . n-.;>^_^_ 
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^;Vi#ipS^ (Hyperbranched rolling-circle amplification! HRCA) v£=£rffl 

[0 0 3 8] 

(17) U CAN'S 

U C ANft [ 9 ii 9 Sj&tte^tfc* -A'*- v (http://www. takara. co. jp) 
#fiS] RNA^DNATrnW^fi^^ODNA-RNA-DNAT^ 
(DRD^-fv-) (7)3' jfcffi(DDNA*fo^mk%*tTiS&, DNA 

ioW bT^co & & i&XgRte RN ASP^Jfe^i- * J: 3 fc« 
tfLfcDRD7 p 9'f v-ti!DNA^$«o DRD^'fv-tHM^ 
^i:^7fLtv^t^^RN7-tfHt:J: *K Jt^LfcD R D ^7 -f *r- 

D N A *° 'j ^ 9 --If »£ J: &#*JS£rt&*ji^ ilD N A $ *i* 0 — 3f , D 
R D 7^9 'f -7 - tMD N A^«t7 «y f ltv>*V^^ o£ *K SN 
P^W^tiii, RNT-tfH^DRD^^^-^iL^V^f, DN 

[0 0 3 9] 

(18) DNAfy/XliDNA'7'f^nrH 

DNAf 77°IliDNA^ ^nTWIi, #m3Bc9#S*M§fc*£"trDN A 1 / 

^->a>U, &3ti'y~7-)l<K£'DX0>me>GmZtftti!i'f2>o — DN 
A*5!f7^*t±fMir^< ^(D^DNAf 7 7° (t'Jn'DNAf 7 7*) t 
ffcU 2T9.*&ft-Lfc c DNAmtv>< co£DN 9 u T W bfaf 

, §>m%&*&ts2 om.%m%tv>*v =r*? vtf l<> cdnav^ 

^UT WC&*U2; 1 0 0- 1 5 0 0ligS«2$lDNA#Sfi Lv\> 
[0 0 4 0] 
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(19) ECA (Electrochemical array) ft 
* C A ifett . D N A « 2 * - * i, - , - w ^fl^yj 

f<i *' fr ' n ' - (Analytical chemistry) j , 2000*. *72# p 133 
4-1341] -ea*. 

[0 0 4 1] 
[0 0 4 2] 

[B] 

[0 0 4 3J 
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5-mm&m, ^-v^zmf^Ammw^M^^mn.^, v-y^i&z&tf 

\£-y)\s±\z&\,5z> i zm^Km&u&s-mmm., xn^~^^±^^f 
%>$ 2mmKmmn&^m&u,mmmifbti2> • ^a-x (Mahin 

•Maines) £M \i3V>Y yn>n-;vX 4> f^y3ny- ^'Ji-Al 
, 2 (Current protocols in toxicology volume 1, 2) J , ^aV^'j-f&V 
>X1± (JohnWi ley & Sons. Inc.) , 20013s p. 1.0. 1-16.6.5 ; 

, m*m<M r*tt^>K^^j , M#ttt^fx>^7t-7A, i98o 

^5H, P. 81-282] o 
10 0 4 4] 

[0 0 4 5] 

cc] *z&w(o-*mDNARV!ttmm&g>m<7>&m%\ 

aafeEW*L< 2 2-C^$tL^^SSB^JtcfcttS 6 3#S~ 1 6 0 1 

# g oV&fr ht£h WffiX\* ^(om^f-^M^ir I>^^CYP1A2 AU^o 

( 1 ) @fi#)#-5§- 1 ^$tt^ titi&m\Z& 4 0 5#gXi±@E#)#-S§-2 2 "C^ 
$tt^JS*gB^l^^tt^ 1 1 7 9fSCiStl.Mm, *<&4 0 5fgX 

(±117 9tii:iitsM^ct*i», i 5ttafJeui3 o&s&t?>— *m 

-t%t>%, iI^4tffflU^7^fv-S0 7wi Id)], 

(2 ) i -c*$*L*tt*K?!iJw*^* 4 o 5#gXf±ia^J#-^2 2 r*^ 



WIiF$fc 2 0 0 4 - 3 0 S 9 S R 7 




Wm2 0 0 3-2 0 6 5 8 1 ^, 

11117 9 « c «*-*-*«WTr**, ! 5 aaua ±s os«h to -« 

DNA W*t< tt . ■SWl6-p«Sfc* a aBeH*6ft*-*«DWA ( 
+ »4t««U^v-sor»utan,) ] . X0 > 

(3) (!) SUli (2) 1 BMRBLha 0SSHTO-* 

8SDNA 

nQW»l «S*t*«M»»c*W* 4 0 5SBXfiK?.j#*2 2 rati 
[0 0 4 61 



rt=*v»r, ^n>^nt W tit, 

» 4L <tt, «M|4CB«L*iaBR (K0DJ8PCR^7 T - 

*<f***3 5*^,1^, J5C6 8C1. 5») T-**,, 
[0 0 4 71 

1 1 7#B »4ity >e , 7 #a) (oS 
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**>*>*M***bm»h LT**-f ^CYP1A2 Off**** 
[0 0 4 8J 

mm] 

MM* 1 ] 

<^-^CYP 1 A2&<2^0SNP&<£> 

*RNA*«H*LT, RT-PCR (Reverse transcript ion-polyaerase cha 
» reaction) SC^, ^**CYPlA2cDNAO«WW| M 
£ U Kfctt-*© If- *r** c Y P 1 A 2 Ifi^o SNPtftg^. 
[0 0 4 9] 

Mlt-^AWPMl^^B^l^o (f t 2M) *^h,tji, 
^0m g / ffi L/kg| iffi »Tl:^r^^, 

* w^jHwaaL*. i«, WKimeasy Min . 

kit (QIAGEN*±) ^TfWo^f 3 ^ Kftv , h->*RNA*H*L 
[0 0 5 0] 

WWoTRNAHcDNA«t RNA U PGR kit Ver.1.1 

«fc) ^iU:o l^ t :^t^#B^TDTt 0 r RNT — -If 

25 mmol/L mt^y^i/vA 8 Q/uL 

10 x RNA PCR/^ 7 7 t — 4 Q/ul 
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^10 mmol/L dNTP^y^* 4 
40U/^L RNT-- tfBMQ L0 L 

su/^L mmmmm 2 .o l 

2. 5^mol/L 9 > 7>? -f (Random 9mer) 2. O^L 



40.0//L 

EttSVAMff: : 30«ClO*h SSV20», 95X55*. ST***!** 
[0 0 5 1] 

^-Hf^tLTKOD-plus- (ft****) ^tPCRtttLft. ^f*C 

YPlA2cDNA*»ttiE3fi*B|fcnPCRy9>f7-tLTtt 
^SOl (BH»2)^^^A0 1 0WH»3)©*/h ^ 

f^^ taS04 «W8) ^^-A04 (imf 9 ) ^ 

EasyOligos (^.^.^^ **ffl L fc. 
[0 0 5 2] 

10 x KQDMPCR/'f y 77- 

#2 mmol/L dNTP^ 

25 mmol/L »*v 1>2;uL 

#10^mol/L ra^^-*^ Q9 ^ L 

lUnit/^L KOD-plus- o.S^L 

10pg- 200 ng aSte^-^cWtt L0 L 



3.0^L 
3.0//L 



I2t? 
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^ Bt 30.0^L 



0Wa&*# : 94TC2^ f (94"C15#, 551C30#, 68X31. 5») £35-*M 6 
8X31. 5#] 

[0 0 5 3] 

PC ROH*, Jf***LfcDNAW^*S3(i, S0 1»lTA0 1O^>f 
fey h*€>tt7 9 8 bpt*!), S 0 2MA0 2 0^^-b 7 
1*9 5 lbpt*^ S0 3MA0 3^^7^ 7 Wli551bpT 
*<K S04MA04^v^7 hHtt6 5 8 bp-C^. *«* 
*tfc#DNAHf>H±, ExoSAP-IT (USB*±) t«V»T^O^D h3-*|:ftv»« 
«Lfc 0 CYP 1 A2«^o^ffl J ^ tBgt5 ^ 0 ^ BfB(D ^ 

»«L3tDNAiM-tDNA^n- (ABI PRISM 377 : T ^ W K^M * 

v-^LT, S02, S03, S04, AO 1, AO 

2. AO 3, M ? A0 4»/c o 
[0 0 5 4] 

SKHO**f±. ^«CYPlA2i^:|g t ^ M ^j ( 
Molecular pharmacology, 1990*. H38^, p. 644-651) ©iWMift 

[0 0 5 5] 
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§12 0 0 3-2 0 6 5 8 1 w ^-v* 

imi] 



#^ 






EMM 


PMM 




28 


A 


lie 


G 


A 


Val 


141 


T 


Pro 


C 


T 


Pro 


225 


C 


Ser 


T 


C 


Ser 


300 


G 


Leu 


C 


G 


Phe 


307 


A 


lie 


G 


A 


Val 


309 


T 


lie 


G 


T 


Val 


316 


A 


Ser 


G 


G 


Gly 


325 


A 


Met 


C 


A 


Leu 


328 


T 


Ser 


A 


T 


Thr 


363 


C 


Ala 


G 


G 


Ala 


364 


G 


Gly 


C 


C 


Arg 


492 


A 


Glu 


G 


A 


Glu 


538 


C 


Leu 


A 


C 


Met 


652 


T 


Ser 


A 


T 


Asn 


653 


C 


Ser 


A 


C 


Asn 


664 


T 


Leu 


G 


T 


Val 


738 


T 


Phe 


C 


T 


Phe 


795 


T 


Ser 


T 


T/A 


Arg 


831 


C 


Asn 


T 


T 


Asn 


982 


C 


Gin 


A 


A 


Lys 


1087 


c 


Arg 


C 


T * 


|t ** : stop codon 


1102 


G 


Val 


G 


A 


lie 


1206 


C 


Gin 


C/G 


C 


Glu 


1262 


T 


Gly 


C/T 


T 


Gly 


1266 


G 


Ala 


G/A 


G 


Thr 


1269 


C 


Gly 


T 


C 


Gly 


1273 


A 


Thr 


G 


G 


Ala 


1421 


A 


Asn 


A 


G 


Arg 



[0 0 5 6] 

i^SNPO^ ttKBEfcCYP 1 A2ife?oi 0 8 7f@^»X 



tfJSE# 2004-3059557 



^ §12003-206581 



^-vl 30/ 



YP 1 A2 0ftStfg14^*l : L<^h$^:rv^ tmm%frtz 0 
[0 0 5 7] 

(5' RACE^ffl^/:t*-^CYP 1 A2 3tfc : ?-5 , 

;i/RNA^iIiLt, 5' RACE (5' rapid ampl if ication of cDNA ends) 
&K X 0 , tf- ^;^C Y P 1 A 2 at^f - 5 ' 3dft£H£m0£&£?!l * H£ 

P 1 A 2 cDNA££2£EyflfcHjgLfco 
[0 0 5 8] 

1 g^fflv^T, Invitrogen TRIzol Reagent (Invitrogentt) Srfflv>T#BfiO^ 
n hn-;W;:fi£v>h-*;vRNA£ttffiL£o 

<J&#U Invitrogen TRIzol Reagent (Invitrogenfi) lmLKiSlfc, 
«it:^nn^M0. 2mL&inx., Wtt*)'ik, jfrMfrliU tK^O^IU 

U -7jc 100//L CT^ Lfco 

iffiL^h-^;URNAM6. 5^L (lOyugfi) fc„ lOXDNT-^fe* 
I 'J7^y3^77-1 ^ L, 1 U/^ L — DNT — -tf I 1 ^ L. TON 

25mmo 1/L-EDTA 1 ^ L^i> 6 5 "CKT 1 O^fflH 
[0 0 5 9] 

Invitrogen GeneRacer Kit (Invitrogen^) a. 7;WCfEft£ tLtv»4 7" 

n hn-;n;^v\ JflHj Lft h - * ;VR N A 3 ju gl^v>T5' RACEft* 
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b-?;i/RNA£#?v/hfl§T;V#V**7 7*---*r (CIP;Ca 
If Intestine Alkaline Phosphatase) tfelLfco C I'P*fflft, ^^fft 
t?n^^77?- -If (TAP ; tobacco acid pyrophosphatase) "C^SIL, 
•y^fc$n^mRNA^e>^r^y7'#^*^«9^§^ 5' 5fcJi*>iJ >»*«Ui£ 
-^7to TAP TjaiUfc RN A KGeneRacer RNA 01 igo (@B^lJ#-^ 19) * T 4 
RNAU tf£fflv»-Cig'&£-frfco Invitrogen Superscript III RT (Invitro 
gerift) ^T5 0U:t6 0^IUo f^^cDNA^il^U G 
eneRacer 5' ^7^- (@S^iJ#^2 0) hitfe : f##llft7 , 7 >f (GSP 
; gene specif ic primer) (K^!l##2 l) "CPCR*??^ 5' 3fcS*£i|M6 

[0 0 6 0] 



10 yumol/L 


GeneRacer 5' ~f~7 4 ~? — 


3.0 


M L 


10 ,«mol/L 


GSP 


1.0 






iJMcDNA 


1.0 




10 x 


High Fidelity YQR^y 77- 


5.0 


y«L 


10 mmol/L 


dNTP ^ y ? X 


1.0 


^L 


5 U/mL 


Platinum Taq High Fidelity 


0.5 


L 


50 mmol/L 




2.0 


y«L 






36.5 








50.0 


juL 



[KJE&^fM 94*C25h (94t:30#, 70*05^) &5*M^;v, (94r30#, 65X:30 
#, 68^555*) £5-*M ^;V, (94*C30#, 60TC30&, 68<C5#) £5iM * >K ( 
94 , C30#\ K'CSOjg', 68t:5^) £5^M^;V, 68t:i053\l 
[0 0 6 1] 

PCRRJE&»t«jR;iM»^J: *#$^2 5 0 b pOUMBS 

tL^DNAWfM"*ltBLfeo ?6B$*t^:DNABfM-*Invitorgen S.N. A. P. Gel 
Purification Kit (Invitrogentt) Jl^tftllt flNRStLfcDNAHfM** 
Invitrogen T0P0 Cloning KitKX ^^i? * -pCR4-T0P0&C^ u-^y^Ltz 0 
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*<9 9 -pCR4-T0P0tc ^n-^^^L/cDN A$f JtO *>- * J. V*#$f £ff o 
fco gE3nO*f-^;i^C YP 1 A2tt5Mfc*K#l (Molecular pharaa 

cology, 1990^, ^38^, p. 644-651) t (D^r-^-y y ^mU^fltZo 5' 

stta&aiEyiju&it* it§^p>i7 o#g^-e<7)j^s@e^jT'2b^o 

t-mCYP 1 A2itf^l3Ki-^>gE^]^f|5^it^@e^Jh4-iaa^ 

Mltf-mAOCYP 1 A2 c DNA^SIB^iJfi. WM^2 2T^$tL 
&i&Sie?iJ-T?& V) , fr-y^y— jrW^V-A (ORF) (i6 3f S~l 6 

0 lfit^^o 

9 MO E MI b - ^;^j:o v^t t C Y P 1 A 2 c DNA^ti 
1305, 1361. 1 3 6 5, RZFl 6 1 5#@(i> -etL-TtL, C/G. C/ 
, G, MCT^of; 

Y P 1 A 2 fcfflHKfr&MWefflV 1 0 8 7f i^SNPli, fcf— yfritC Y P 1 
A2*<sT-coi 1 1 7#@ (@e^iJ#-^2 2T^$tt^>^@B^)0 1 1 7 9#B) 

^^•^3 K>fc82*1-* SNPt^ii:^ib^i^of: 0 
I0 0 6 2] 
KWJ3] 

<CYP lA2if^i4x^v>^8 7fgOffi3l#C^t>T^i:lfttSS 
NP> 

:©lf-^;VtCYP lA2ifi?Wl 1 1 7fl«5ili#C*?)T 
^tgm , t*SNP^^^mi-^^a6tC > ^ADNAiWSNPOfit 

*3tEtt«-c*i, J^Tic^-t-^jiitc^o t> momm^mc Y P 1 7 r 5 v - or 

y Alt gift s N P <7>{i®£?-$ij u e-^;^ajfiL^ppoyy adn 



fflSE# 2004-3059557 



^ 2003-206581 



«^--^: 33/ 



[0 0 6 3] 

ffcfc'fcx thCYPlAl (NCBI7^^^y3>-t Wt- : AF253322 
) ^ EFCYP1A2 (NCB I T^-fe^ v 3 > • : AF253322) % -*"7 

XCYP1A1 (NCBIT^-b^yaV - ; X01681) , v^XCYP 

1A2 (NCBI7^-byy3>- t>^-:X01682) , 77 fCYPlA2 ( 
NCBIT^-tr/a'/'t^- : K02246) „ RZfy 7hCYPlA2 (NC 
Bir^-feyyaV't : K03241) (Oi^r V >JBtS?4 >fn § $ * 

CYP1775 V'-Oilx+y>^i$lift8 3 0 b p «K i2x^y 
>0^:§$(i|1jl 2 0b p-e^«9, JC^rV >0^#$l±*5;8 9 b p «K 
i4x^yy^|$(i|,i 23bpt$>f), i5x^yv^i $lii^8 6 b 
ptr&*K 1 6 x# V ? Il^i 2 8 5 b p t*of; 0 ClOtif x.T 
B^SNP ?:i4x^V>rt & WJ L£ 0 
[0 0 6 4] 

O^ADNAIi, l£-^;V;fcJ: i*i'Mltt«jfil L/:M^ E D T A 

m m l a d n a *mm Km ^ x g aso s n p £-g-w-r & *v a d n ah 

it £if ipS $ & DNA#'^5- t L TKOD-plus- (m#^tt) 

fcMwrpcRfcllifcLfco 79>fv— fey f fcLT, 04i^V>ftr^H3 

3xJrV>rti:-b>X^|a]<7) , /7^ > 7-S0 5 1 0 ) t&5^*V 

>fiKT>^fe>X#[S]O:/^v-A0 5 TOff 11) SrifctfLfco 
v-f±Easy Oligos (y°n y =f • v^°>^#tt) Lfc G 
[0 0 6 5] 



ffiIE#2 004-3059. 5 57 



^ mm 2003-206581 ^ ^- v ! 34/ 



P C RKfc$kft&&Tl,zmir 0 



8.7^L 
2.0/uL 
19.3//L 
30.0^L 



10 pg - 200 ng yy A DMA 
Mil 7k 



[PCR&JS^ft : 94 < C253\ (94t:i5$\ 56t:30#\ SS^O^) ^35^4 ? ;K 68 
■Cl.5^] 

[0 0 6 6] 

PCRW, S 0 5^7>f7^7 J? £ tt/c D N A 

®fJt?>*:§£tel 3 8 0 bptio^o ^I$tL7tDNA»fit{±^ ExoSAP-IT (U 

sBtt) *m^xttm<D~7°u h^-)ui,z^mmLfzo cYPiA2jife^a 

* |W|^1" & £ <^m*@e^J <D fcfc (i „ »ftUDNAiM-*DNA->-^> 
■9— (ABI PRISM 377 : T-?y4 Y/U ty^fAXft) £ffiv>Tir&^ J; *) M 

> AO 5. SO 6 (@B^iJ#^12) , WA0 6 (mm^ 1 3 ) £fflv>*: 0 
[0 0 6 71 

&i^@B#HC:mt£ 4 0 5#g<7)T^gtfjSNP@/?f (-f%ib*>^ \£~^)V±C 
YP ^21(^1 1 1 7#g) -c&£ 0 

cyp i A2 cDNA&mmmv?M^mm&m<D4 yhny^jiiq^itzi^ g 

T^rFAGi:v^n>^-9-x@H^)^^i-^> 0 TGT-AGJ ;K;H:|ot, 
CYP lA2yyADNA^{t^l3^>fn>, |4x^y>, RV?1%4 4 

yhuxD&mmmzmfcLtzo ^<om^ m&m-^ixmzti2>&&mnz& 

v>T. 6 3#S-3 1 8#Bt5^3^> hn^-e^ij, 319f§~4 4 2fg 
^i4x^v>^l), 4 4 3^=@~1 3 3 8#g#&4 > h n >T*&& t# 



SfitJSNPti, C YP 1 A2stfe : T-c7)^4ai^rV>8 7#g 
O^tc & It & C * T ^Oftt^ -Sit T^fJ $JLfc 0 



ffiSE# 2004-3059557 



^ #M 2003-206581 



^-v: 35/ 



[0 0 6 8] 

(ASP-PCRfetCfc&SNPfctB) 

1 1 7#i Otfcfc^ *4x^y>8 7fB) <7>*1S^C frb 1 
SNP^ffin^ ^-^Sl^O^ADNA^fiL, ASP- 
P C R *£jfe&, T #n y/um&ftl&AC* ->CJ:otSNP <7)^£&¥lj5t 

[0 0 6 9] 

J4ffiLfc^V ADNA*ttSKJBv>TDNA#V 9— LTKOD-plus 
- 0*C#*8a) «rfflv^PCR^IiUc 0 7V/l'#*ttfcasSi-£PCR7 p 9 
^--t y h t LTfi. 7°7^v-S07wi Id (BE?!I#-J§- 1 4 ) Tk.'&'f'y 4 
7 "A0 7 5) K M(:t°7^v-S0 7mu t a n t ( 

@5^iJ#^-l 6) S^Y^-fv-AO 7<D~ty Y<D^ 2oOPCR7*7^v--b7 
hfcMufco @2?0##1 4^£*L&i*^@e^nc£&t& 1 (C) S^BERI 

#-tl 6X~mZ*i&lM.mm$Ki5l l f2> 1 9#B (T) a*BWSNP£Ej»-*-&fii 
j?fT?**o 7^^-^ EasyOligos (yn'Jrf. y>;t>t^ft) 

[0 0 7 0] 

P C RKJE&^fc&TKjjrJ-o 



[PCR£Od&# : 94*023% (94t:i5#, 59 , C30#, 68TC3080 £351M*;K 68 
°C1.555\] 



pcRasitA 



8.7/^L 
l.O^L 
20.3^ L 
30.0yuL 



10 pg - 200 ng >fj ADNA 
ffiM± 



ffiSE# 2004-3059557 



^ &M2 0 0 3 - 2 0 6 5 8 1 ^ ^-v : 

[0 0 7 1] 

PCRVffim, mmZtltzDNAMfr<D±%Zl^ SO 7 w i ld&t^AO 
7 7 p 9^v--tr-7 K ife^cs 0 7 mu t a n tRZ/AO 7 7? 4 h 
^<bf±v>-f*L& 3 6 5 b p-e&o£o T^n-xy;v«^t!,c7)^^ CYP1 
A 2 afe^O^ 4 J^* v > 8 7fBOli#C frbT^t S N P v> 

C7Wl/£*^T*#o:|§£-fi N SO 7 wi 1 dMA0 7^5>f*7-by 
b-CO*. DNAWrK&mUZtitZo MTV;^Afnftoi^it so 7 
w i 1 dTOO 7:7°7>fv— fey K tm:S0 7 mu t a n tMAO 7 
fey hOV»-f*UC:fcv>T&, DNAifM-^ifiH^tL^o T7^t* 
^T^of^ii, s 0 7 mutant Stf A 07^7^7-b 7 h "CO^ D 

[0 0 7 2] 

[Hifeflfls] 

^TJC^^fll^^or, CYP 1 A 2 itfz^O 1 1 1 7#@ 
Ctfcfc*>. Kf4x^y>8 7fg) <7)ti^C^f,T^ttm SNP 

[0 0 7 3] 

itbtmADNA^iltdv^DNA^V^^-b'iit LTKOD-plus 
- Cfc^ffrtfc) ^tPCRS:*JtL^ 0 PCR^^f^tU, 7" 7 >f v 
-SO 5W7^fv-A0 7ri*fey hOPCR^'fv-b^ h^fflv^/^o 7° 
7 4 v- {±Easy 01 igos (:/n >j rf . V *r £1M Lfz Q 
[0 0 7 4] 

P C Rat&*fr«rJBlT^^f o 
KJE&a* : 

PCRS$MA 8.7/.L 



miE#2 004-3059557 



^ mm 2003-206581 



^-^1 37/ 



10 pg - 200 ng ¥J ADNA 
Mm7k 



1.0//L 
20. 3// L 
30. 0 ju L 



tPCRKB&ft : 3 1 mm] 

[0 0 7 5] 

—fey h^l±7 5 2 b pt?*ofc 0 ^ipg$*LfcDNA»rJtJi. ExoSAP-IT (USB 

-9-- (ABI PRISM 377 :7^7^ K^'f ^" y^rAX|±) £JBv*T1iri£K X 
tirLtZo y-^x>^j||f[;f v^^y^f v-i P C R "fy ^fY-S 0 8 

(BE3W^1 7) mo 8 (@E?iJ#-5§-l 8) Srfflv^o 
[0 0 7 6] 

*r<r>m&, y-^i>^«;j: 0 CYP 1 A 2 aMST-O 1 1 1 7f@OM 
^C^f) T-\ttftf* S NP ©IlE?iJ^|g5eLf:o C7I/;^*€t^ 

fco 

[0 0 7 7] 
[H»J6] 

^JSM-eti. mT^^i-^JHS^oT, CYP lA2«^f©l 1 1 7f § 
(i-^t>*», i4xdrv>8 7fg) com^C^^T^^fi^-r^SNPOT 

e-^*;ix^:6 5WOCYP 1 A2itf£?-1 1 1 7#g<7>i&^C^£> T^tm 
mi-^SNPit^T-^^*^, ^2^i~ 0 
[0 0 7 8] 
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^-v : 38/ 



1^2] 















c/c 


CA 


TA 




65ff!l 


25 


29 


11 


(0. 38) 


(0.45) 


(0.17) 



10 0 7 9] 



&2K33\t*X, CYP 1 A2mU=^<7) 1 1 1 7#i (fi^, i4x^y> 

<^87f@) ^cT^^st^^^^T-wi-^^cofi rc/cj > tmtmwT 
rc/Tj tLxmm-f&o m2iZ7F-fb&t), 0/00*2 sm (3 

8%) C/Tri s 2 9{fD (4 5%) TNfe *K T/T*»l 101 (17%) t? 

/Co 

[0 0 8 0] 
[Hl«!l7] 

•7* * v^jc^t-^— -if I V|fiWPI"C£>& 4 - v^n^\^v;V- 1 
K [2, 3-D] e>J^/>-2 (1H) 
97/19078^-/^ 7l/y h Xte#l^311O765^«IH#<^ife0i 7 #HS ; JTF> it 

ffilH»'ftltK*&»wJ:*^ft^fc#iLt,*LTV»4 0 ST (Miyashita) hit, 

£^£#**H»*J , (B*) , 2002^, 20PE-46] o 
[0 0 8 1] 



ffilE# 2004-3059557 



^ 2003-2. 0 6581 ^ : 39/ 



'ttitGVlA&^m*mn&-t* (0. 3mg/kg) 0. 2 5. 0. 5> 1 
. 0, 2. 0> 4. 0, S.^8. 0H#^^jfiLS:||^L7to 

[0 0 8 2] 

it^AR zfttmwmmmfcH. plc-fl ^^^»Ti:/7to 

*7A : COSMOSIL 5PE-MS waters 4.6 (i.d.) x 250 mm 

mmn : A$ ; 50 vwoiAMm :r-feb-h l J^ = 80 : 20 

: BWL ; 50 mmol/Li^H :T-bb^h'J^ = 20 ! 80 
'$£3$ I 1.0 mL/min 

m^tB : m&%LM330 nm, m«£:K400 nm 
#I*>I§MJ^K£^3 K^i- 0 
[0 0 8 3] 

[«3] 





0 


18 


30 


47 


47.01 


55(#Jh) 




90 


90 


50 


50 


90 


90 


^ift+g B 


10 


10 


50 


50 


10 


10 



[0 0 8 4] 

1 rtCilJMU MM-2tf3Lttm%!)X*$>2>J Z (II) £5#!k MM- 1 
RTmM-5tf&mm-e$>2>4 % (IIM) £5#!lffi^*:o ft&%!JART>*t$m%d 

[0 0 8 5] 

mmmti^7*-?^&zmTii;&m*mmmmmffi (Tmax) „ ft^* 

mWmm (Cma x) , iPl^P^T-Olfc^ffi-™! (AUC inf),S 
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^jfiLf^M^ (Tl/2) ^fffiLf:, 
[0 0 8 61 

[^4] 



Jl 



1 i= 



is 

VP 
K 
iH 



















* 


* 


* 








o 


o 




CM 


CO 


CNJ 


* 


* 


* 




o 


o 


o 


o 


o 


O 


o 


O 


o 


O 


o 


o 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+l 


+1 


CO 


<X> 


CO 




CO 


CO 


CO 


CO 




CO 




CO 


• 

o 


• 

o 


• 


• 

o 


■ 


■ 


■ 






• 

o 


■ 


o 


■ 


101.2 


• 


o 


■ 

CO 


CO 
• 


83.3** 


* 
cr> 
■ 

LO 


■ 


19.8** 


191.5** 


20.2* 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+1 


+i 


+l 


+1 


+1 




LO 




CO 




oo 










CO 


CM 






CO 




CO 


CNJ 


LO 
LO 
CO 


LO 


LO 


LO 
CO 


CO 
CO 
CO 




o 


52.9 


, 


co 


O) 


LO 


o 


* 
CO 






48.1** 


OO 

• 


LO 


LO 


CNJ 




■ 


<x> 




■ 

o 






+i 


+1 


+1 


+1 


+1 


-H 


+i 


+1 


-H 


+i 


+1 


+1 


o 


CO 


CD 


o 


O 


CNJ 


CD 




OO 


LO 


OO 


O 


• 

CO 


■ 

CO 

o 


• 


■ 

CO 


• 

cr> 


CO 


• 

CNJ 


■ 

CO 


CO 


a 

CM 


136. 


*r 

CNJ 


o 


o 








O 


* 
* 


CM 






CO 




■ 

o 


• 

o 


• 

o 


■ 

o 


m 

o 


■ 

o 


• 

o 


■ 

o 


■ 

o 


o 


■ 

o 


CD 


+1 


+1 


+1 


+1 


+1 


+1 


+i 


+1 


+1 


+l 


+1 


+1 


LO 
• 


LO 


CO 


CO 


CO 


CO 


oo 


CO 








CO 


o 


O 


o 


o 


• 

o 


■ 


• 


o 




o 


o 


o 


MM-1 


CNJ 


MM-3 


T 
i 


MM-5 




i 


3-WW 


MM-3 




i 





LO 
II 

c 



LO 

o 

■ 

o 

V 
Cl 



o 

■ 

o 

V 

cl 



[0 0 8 7] 

&^kfcfcMi~&M%W}J3^'*7 J*-*fi. Cmax-e(±IIS(ilS^)7. 5 
fif-C*^ AUCinfl?liIIfiliIfi09, 7fflrC*ofc 0 JBLt J: «3 , 11^ 



fflIE# 2004-3059557 




mM2 003-206581 



^5608 6 KiJltaCYP 1 A2jffg^<7)l l 1 7#@ (f &4 
■**V>8 7*1) ©tt«* , C*6T^4:«»i-*SNPate^|Wfo»*, E 
M»Ol?-mi4C/Cife?i#2«^ C/T«fe7ffl*»3«-C*9, - 

[0 0 8 8] 

. **W*C*v»Tli, ^f)?CYPlA2l^(7)l 1 1 7#B (i-fcfc^ %4 
ffiL/So i©SNPj:if)CYP 1A2W3 7 3f g«57^->|:j^t4 3 

cYPiA2#aaLSfv^ c/cafe^iBDittc/TitiK^pa*^*^ 

* fcJfc«Lt\ C YP 1 A2^»$tL*3K*OJflLil*aUe*«ii>rW< 

HrjHfciJUTtt, CO S N P Zffimzfc&-t2>lj&t LTA S P - P CRftM 
^l/^h5/-^x>xfeS:ifiLft. ZtibV^m*m^T4 5WOCY 

p i a 2 oa^»wf«r5feSfc-r-5 - tc i o r ufrmmzwhfriz l,£ 0 

[0 0 8 9] 

**Wi?Wt*i:LfeJ:9»:, -f^CYP l A2C(ii l i 7f g 

ttU ttl 5 %©^f ^#COS NP ***-Ct LTV»4, £<"3SNP«*ffrfrftA 
"CK* fc*Lfc J: 9 C Y P 1 A 2 -CfW* *t£I»<?M * 

l«LTV^o Z<Dtztb^ TOb^CYP 1 A2T«ftf$tL^f^t:(i, 



"UIE#2 004-3059557 



^ 2003-206581 



^-v: 42/ 



[0 0 9 0] 

EBI#-*1 9 0E^-«$*l*tt*Ey!IMt, AlWfc^jfi L/cGeneRacer RNA 
01igoT?&&o 

K2?d#f-2 0OE3?Ht?fE$fL*a[*E^tt, AlftH^ LfcGeneRacer 5' p 
rimerTab&o 

[0 0 9 1] 

<110> Yamanouchi Pharaaceutical Co., Ltd. 
<120> Canine CYP1A2 genetic polymorphism 
<130> YAM033299P 
<160> 23 

<170> Patentln version 3.1 

<210> 1 

<211> 1380 

<212> DNA 

<213> Canis familiaris 
<220> 

<223> Inventor: Tenmizu, Daisuke; Fukunaga, Yasuhisa; Noguchi, Kiyoshi 

<400> 1 

ctggagtctt atgtaccttg tggcaaaccc tgagatacag agaaagatcc agaaggagtt 60 



mSE# 2004-3059557 



iWM 2003-206581 M ^- V I 43/ 



gggtatgcgg tagagatgca caagctaaga gaagcttgag atccccaggt tctttgttca 120 

atgacatata gctgttgtgt gcctaccatg tgtaagccct gggcatacac tggtgcccac 180 

ccttgcctag aacatgctgg ggtagggtgg ttactgggcc ttagatatat aacagacagt 240 

actatgtaat aggggactta gataccatga agcagtcggg gcagccctaa gcccggtttg 300 

gtcttctgtg ttctgcagac acggtgattg gcagggcacg gcagcctcgc ctctctgaca 360 

ggccccagct gcccttaatg gaggccttca tcctggagat cttctgacac acctccttta 420 

tccccttcac catcccccac aggtaaggcc tgcttcttct gccttgccac ctttgtagcc 480 

ttcaccatgt ttcttcctcc catcttctca gccctggatc tggctcagac ctcggcctct 540 

cacttctggc cacgtcacca agttcccctc agcctcttgg ctgccgacaa ccaatccaac 600 

catgatcaaa ctacccagct ttcaggagaa agtcacactg ctgatctcag ctctcattca 660 

cctctgctca cattcctttc ctgcaagtac tctcaatcca cccgggctgg cctcgctgta 720 

cctccccagc atgatgcggt caacctccaa ttttgcttat gctggacctt ctgcctggaa 780 

tgccttttaa cctcttctcc caccacctga atcttaccct tgcccaaggt caatcctgac 840 

acaaacttcc ccttcactat caggctttct tgactcatcc agctggcaca gcttcattct 900 



ffilE#2 004-3059557 



2003-206581 ^ -^-v : 44/ 

ctgatgtatt gtaggacttt cagccatttg tccttgatca tgtcctgggc ttttaacaac 960 

atcaagagac ttagtgaaca tttactctta cccatatgtt ggtctattta ttcccagagt 1020 

agaaggtctg actcctcagt caggctggga actacccagg gatactccag actgccagtt 1080 

tcttggcttc agaggatggc gaagtgcaca gctggacaca aacaaaggtt tagtgaacac 1140 

ttgctgaagt tgaagaacag aagctgagga agaggaagga tagtttcacc ccttccgtgc 1200 

tcctgatagt ccctcccagt gtaggacata gagactgtgg gggacaagct attggggtgg 1260 

aagaaggagc aagtagatcc cagagacaca ccccagtgtt cctgccctga gcctgacaga 1320 

gccctcttcc ctcctcagca caacaaagga cacaacctta aagggcttct acatccccaa 1380 



<210> 2 
<211> 20 
<212> DNA 

<213> Canis familiar is 
<400> 2 

cctccaccat cttctgcttg 20 



<210> 3 
<211> 20 
<212> DNA 



ffifiE#2 004-3059557 
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• 



45/ 



<213> Canis familiaris 



<400> 3 



atgtcctgga cactgcgctc 



20 



<210> 4 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 4 

tccccctcct aatgagctcc 20 

<210> 5 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 5 

gaggccatgg gtgatccttc 20 

<210> 6 

<211> 20 

<212> DNA 

<213> Canis familiaris 



ffilE# 2004-3059557 
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^-v I 46/ 



<400> 6 



cctccaccat cttctgcttg 



20 



<210> 7 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 7 



caatgacatt ggccactgac 20 

<210> 8 

<211> 20 

<212> DNA 

<213> Canis familiaris 



<400> 8 



tttggggccg gatttgacac 



20 



<210> 9 



<211> 20 



<212> DNA 



ffiIE#2 004-3059557 
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^-v: 47/ 



<213> Canis familiaris 



<400> 9 



gaggccatgg gtgatccttc 



20 



<210> 10 

<211> 18 

<212> DNA 

<213> Canis familiaris 

<400> 10 

ctggagtctt atgtacct 18 

<210> 11 

<211> 18 

<212> DNA 

<213> Canis familiaris 



<400> 11 



ccactggttt atgaagac 



18 



<210> 12 



<211> 19 



<212> DNA 



<213> Canis familiaris 



mU^2 004-3059557 
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<400> 12 



tgcccttaat ggaggcctt 



19 



<210> 13 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 13 

acgacacccc ctaccacttc 20 



<210> 14 

<211> 20 

<212> DNA 

<213> Canis familiaris 



<210> 15 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 15 

aattggaggt tgaccgcatc 20 



<400> 14 



ttcatcctgg agatcttccg 



20 
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<210> 16 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 16 

ttcatcctgg agatcttctg 20 

<210> 17 

<211> 20 

<212> DNA 

<213> Canis familiaris 



<210> 18 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 18 

tgacgtggcc agaagtgaga 20 



<400> 17 



cccggtttgg tcttctgtgt 



20 



<210> 19 
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<211> 44 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
GeneRacer RNA Oligo 

<400>. 19 

cgacuggagc acgaggacac ugacauggac ugaaggagua gaaa 4 

<210> 20 

<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
GeneRacer 5' primer 

<400> 20 

cgactggagc acgaggacac tga 

<210> 21 

<211> 24 

<212> DNA 

<213> Canis familiaris 
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<400> 21 

ggactcttca ggcctttggg aagc 24 

<210> 22 

<211> 1638 

<212> DNA 

<213> Canis familiar is 
<220> 

<221> CDS 

<222> (63) . . (1601) 

<223> 

<400> 22 

agctctgtac cagcctccac aatcctactg atctcaagct cctgcctcta cagttgatac 60 

ag atg gca ttg tec cag atg gec aca gag ctt etc ctg gee tec ace 107 
Met Ala Leu Ser Gin Met Ala Thr Glu Leu Leu Leu Ala Ser Thr 
15 10 15 

ate ttc tgc ttg gta etc tgg gtg gtc aag gec tgg cag cct egg ctt 155 
He Phe Cys Leu Val Leu Trp Val Val Lys Ala Trp Gin Pro Arg Leu 
20 25 30 

ccc aaa ggc ctg aag agt cca ccg ggg ccc tgg ggc tgg ccc ctg etc 203 
Pro Lys Gly Leu Lys Ser Pro Pro Gly Pro Trp Gly Trp Pro Leu Leu 
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35 



40 



45 



ggg aac gtg ctg acc ttg ggc aag age ccc cac ctg gcg ctg tec agg 251 
Gly Asn Val Leu Thr Leu Gly Lys Ser Pro His Leu Ala Leu Ser Arg 
50 55 60 

ctg age cag cgt tat ggg gac gtg ctg cag ate cgc ate ggc tec acc 299 
Leu Ser Gin Arg Tyr Gly Asp Val Leu Gin He Arg He Gly Ser Thr 
65 70 75 

ccc gtg ctg gtg etc agt ggc ctg gac acc ate egg cag gee ctg gtg 347 
Pro Val Leu Val Leu Ser Gly Leu Asp Thr He Arg Gin Ala Leu Val 
80 85 90 95 

cgc cag ggg gat gat ttc aag ggc egg ccc gac etc tac age ttc tct 395 
Arg Gin Gly Asp Asp Phe Lys Gly Arg Pro Asp Leu Tyr Ser Phe Ser 
100 105 110 

ctg gtg acc gac ggc caa age ctg acc ttc age cca gac tec gga cca 443 
Leu Val Thr Asp Gly Gin Ser Leu Thr Phe Ser Pro Asp Ser Gly Pro 
115 120 125 

gtg tgg get gcg cgc agg cgc ctg get cag aac gcg etc aac acc ttc 491 
Val Trp Ala Ala Arg Arg Arg Leu Ala Gin Asn Ala Leu Asn Thr Phe 
130 135 140 

tec att gec tec gac ccg get tec teg tgc tct tgc tac ctg gaa gag 539 
Ser He Ala Ser Asp Pro Ala Ser Ser Cys Ser Cys Tyr Leu Glu Glu 
145 150 155 



mtE# 2004-3059557 



0#I2OO3-2O 6 5 8 1 ^ ^-v: 53/ 



cat gtg age aag gag gec gag gec ctt etc age agg ctg cag gag cag 
His Val Ser Lys Glu Ala Glu Ala Leu Leu Ser Arg Leu Gin Glu Gin 
160 165 170 175 



atg gca gag gtt ggg cgc ttt gat ccc tac aac caa gtg ctg atg tea 635 
Met Ala Glu Val Gly Arg Phe Asp Pro Tyr Asn Gin Val Leu Met Ser 
180 185 190 

gtg gec aat gtc att ggt gca atg tgc ttt ggg cac cac ttc tct cag 683 
Val Ala Asn Val He Gly Ala Met Cys Phe Gly His His Phe Ser Gin 
195 200 205 



aga agt gag gaa atg etc ccc etc eta atg age tec agt gat ttt gtg 
Arg Ser Glu Glu Met Leu Pro Leu Leu Met Ser Ser Ser Asp Phe Val 
210 . 215 220 



731 



gag acc gtc tec aac ggg aac ccg gtg gac ttt ttc ccc att etc caa 779 
Glu Thr Val Ser Asn Gly Asn Pro Val Asp Phe Phe Pro He Leu Gin 
225 230 235 



tat atg ccc aac tea gec ctg cag aga ttc aag aac ttc aac cag acg 827 
Tyr Met Pro Asn Ser Ala Leu Gin Arg Phe Lys Asn Phe Asn Gin Thr 
240 245 250 255 



ttc gtg cag tec ctg cag aaa att gtc cag gaa cac tat caa gac ttt 875 
Phe Val Gin Ser Leu Gin Lys He Val Gin Glu His Tyr Gin Asp Phe 
260 265 270 
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gat gag cgc agt gtc cag gac ate aca ggc gec etc ttg aag cac aat 923 
Asp Glu Arg Ser Val Gin Asp He Thr Gly Ala Leu Leu Lys His Asn 
275 280 285 

gag aag age tec agg get agt gat ggc cac ate ccc caa gag aag att 971 
Glu Lys Ser Ser Arg Ala Ser Asp Gly His He Pro Gin Glu Lys He 
290 295 300 

gtc aac ctt ate aac gac att ttt ggg gec gga ttt gac act gtc aca 1019 
Val Asn Leu He Asn Asp He Phe Gly Ala Gly Phe Asp Thr Val Thr 
305 310 315 

acg gec att tec tgg agt ctt atg tac ctt gtg gca aac cct gag ata 1067 
Thr Ala He Ser Trp Ser Leu Met Tyr Leu Val Ala Asn Pro Glu He 
320 325 330 335 

cag aga aag ate cag aag gag ttg gac acg gtg att ggc agg gca egg 1115 
Gin Arg Lys He Gin Lys Glu Leu Asp Thr Val He Gly Arg Ala Arg 
340 345 350 

cag cct cgc etc tct gac agg ccc cag ctg ccc tta atg gag gec ttc 1163 
Gin Pro Arg Leu Ser Asp Arg Pro Gin Leu Pro Leu Met Glu Ala Phe 
355 360 365 

ate ctg gag ate ttc cga cac acc tec ttt gtc ccc ttc acc ate ccc 1211 
He Leu Glu He Phe Arg His Thr Ser Phe Val Pro Phe Thr He Pro 
370 375 380 

cac age aca aca aag gac aca acc tta aag ggc ttc tac ate ccc aag 1259 
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His Ser Thr Thr Lys Asp Thr Thr Leu Lys Gly Phe Tyr He Pro Lys 
385 390 395 

gaa tgc tgt gtc ttc ata aac cag tgg cag gtc aat cat gac caa sag 1307 
Glu Cys Cys Val Phe He Asn Gin Trp Gin Val Asn His Asp Gin Xaa 
400 405 410 415 

gtg tgg ggg gat cca ttt gca ttc egg cca gag cga ttc etc act gca 1355 
Val Trp Gly Asp Pro Phe Ala Phe Arg Pro Glu Arg Phe Leu Thr Ala 
420 425 430 

gat ggy ace rcc ate aac aag ace ttg agt gag aag gtg atg etc ttt 1403 
Asp Xaa Thr Xaa lie Asn Lys Thr Leu Ser Glu Lys Val Met Leu Phe 
435 440 445 

ggc atg ggc aag cgc egg tgc ata gga gag gtc ctg gee aag tgg gag 1451 
Gly Met Gly Lys Arg Arg Cys He Gly Glu Val Leu Ala Lys Trp Glu 
450 455 460 

ate ttc etc ttc eta gee ate ttg ctg cag egg ctg gag ttc age gtg 1499 
He Phe Leu Phe Leu Ala He Leu Leu Gin Arg Leu Glu Phe Ser Val 
465 470 475 

cca gca ggt gtg aaa gta gac eta acc ccc ate tat ggg ctg ace atg 1547 
Pro Ala Gly Val Lys Val Asp Leu Thr Pro He Tyr Gly Leu Thr Met 
480 485 490 495 

aag cac acc cgc tgt gag cat gtc cag gca egg cca cgc ttc tec ate 1595 
Lys His Thr Arg Cys Glu His Val Gin Ala Arg Pro Arg Phe Ser He 
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500 505 510 

aag tga aggcaccagc atgycaaggc agagggagga gaaggat 1638 
Lys 



<210> 23 

<211> 512 

<212> PRT 

<213> Canis familiaris 
<220> 

<221> misc_feature 

<222> (415).. (415) 

<223> The 'Xaa' at location 415 stands for Glu, or Gin. 
<220> 

<221> misc_feature 

<222> (433) . . (433) 

<223> The 'Xaa' at location 433 stands for Gly. 
<220> 

<221> misc_feature 

<222> (435) . . (435) 

<223> The 'Xaa' at location 435 stands for Ala, or Thr. 

<400> 23 
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Met Ala Leu Ser Gin Met Ala Thr Glu Leu Leu Leu Ala Ser Thr He 
15 10 15 



Phe Cys Leu Val Leu Trp Val Val Lys Ala Trp Gin Pro Arg Leu Pro 
20 25 30 



Lys Gly Leu Lys Ser Pro Pro Gly Pro Trp Gly Trp Pro Leu Leu Gly 
35 40 45 



Asn Val Leu Thr Leu Gly Lys Ser Pro His Leu Ala Leu Ser Arg Leu 
50 55 60 



Ser Gin Arg Tyr Gly Asp Val Leu Gin He Arg He Gly Ser Thr Pro 
65 70 75 80 



Val Leu Val Leu Ser Gly Leu Asp Thr He Arg Gin Ala Leu Val Arg 
85 90 95 



Gin Gly Asp Asp Phe Lys Gly Arg Pro Asp Leu Tyr Ser Phe Ser Leu 
100 105 110 



Val Thr Asp Gly Gin Ser Leu Thr Phe Ser Pro Asp Ser Gly Pro Val 
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115 120 125 



Trp Ala Ala Arg Arg Arg Leu Ala Gin Asn Ala Leu Asn Thr Phe Ser 
130 135 140 



He Ala Ser Asp Pro Ala Ser Ser Cys Ser Cys Tyr Leu Glu Glu His 
145 150 155 160 



Val Ser Lys Glu Ala Glu Ala Leu Leu Ser Arg Leu Gin Glu Gin Met 
165 170 175 



Ala Glu Val Gly Arg Phe Asp Pro Tyr Asn Gin Val Leu Met Ser Val 
180 185 190 

Ala Asn Val He Gly Ala Met Cys Phe Gly His His Phe Ser Gin Arg 
195 200 205 



Ser Glu Glu Met Leu Pro Leu Leu Met Ser Ser Ser Asp Phe Val Glu 
210 215 220 



Thr Val Ser Asn Gly Asn Pro Val Asp Phe Phe Pro He Leu Gin Tyr 
225 230 235 240 
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Met Pro Asn Ser Ala Leu Gin Arg Phe Lys Asn Phe Asn Gin Thr Phe 
245 250 255 



Val Gin Ser Leu Gin Lys He Val Gin Glu His Tyr Gin Asp Phe Asp 
260 265 270 



Glu Arg Ser Val Gin Asp He Thr Gly Ala Leu Leu Lys His Asn Glu 
275 280 285 



Lys Ser Ser Arg Ala Ser Asp Gly His He Pro Gin Glu Lys He Val 
290 295 300 



Asn Leu He Asn Asp He Phe Gly Ala Gly Phe Asp Thr Val Thr Thr 
305 310 315 320 



Ala He Ser Trp Ser Leu Met Tyr Leu Val Ala Asn Pro Glu He Gin 
325 330 335 



Arg Lys He Gin Lys Glu Leu Asp Thr Val He Gly Arg Ala Arg Gin 
340 345 350 
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Pro Arg Leu Ser Asp Arg Pro Gin Leu Pro Leu Met Glu Ala Phe He 
355 360 365 



Leu Glu He Phe Arg His Thr Ser Phe Val Pro Phe Thr He Pro His 
370 375 380 



Ser Thr Thr Lys Asp Thr Thr Leu Lys Gly Phe Tyr He Pro Lys Glu 
385 390 395 400 



Cys Cys Val Phe He Asn Gin Trp Gin Val Asn His Asp Gin Xaa Val 
405 410 415 



Trp Gly Asp Pro Phe Ala Phe Arg Pro Glu Arg Phe Leu Thr Ala Asp 
420 425 430 



Xaa Thr Xaa He Asn Lys Thr Leu Ser Glu Lys Val Met Leu Phe Gly 
435 440 445 



Met Gly Lys Arg Arg Cys He Gly Glu Val Leu Ala Lys Trp Glu He 
450 455 460 
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Phe Leu Phe Leu Ala He Leu Leu Gin Arg Leu Glu Phe Ser Val Pro 
465 470 475 480 



Ala Gly Val Lys Val Asp Leu Thr Pro He Tyr Gly Leu Thr Met Lys 
485 490 495 



His Thr Arg Cys Glu His Val Gin Ala Arg Pro Arg Phe Ser He Lys 
500 505 510 
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